In the Claims 1 



Please amend claims 23 and 27-36 as follows: 



23. (Three times amended) A method for evaluating the ability of a 
chemical entity to associate with a binding pocket of a molecule or molecular complex, 
wherein the binding pocket is defined by structure coordinates of all or part of Chinese 
hamster type II inosine monophosphate dehydrogenase ("IMPDH") amino acids 68, 69, 
\ 93, 273, 274, 275, 276, 277, 303, 322, 324, 325, 326, 327, 328, 330, 331, 332, 333, 334, 

337, 339, 340, 364, 413, 414, 415, 416, 420, 439, 440, 441, 442, 469, and 470 according 
to Figure 1, or a homologue of said binding pocket that has a root mean square deviation 
from the backbone atoms of said amino acids of not more than 1.5 A, comprising the 
steps of: 

a) employing computational means which utilize all or part of 
said structure coordinates and structure coordinates of a chemical entity, to perform a 
fitting operation to associate the chemical entity with said binding pocket or homologue 
thereof; 

b) quantifying the association between the chemical entity and 
the binding pocket or homologue thereof; and 

c) outputting said quantified association to a suitable output 

hardware. 



27. (Amended) The method according to claim 23, wherein said 
binding pocket is defined by structure coordinates of IMPDH amino acids 275, 276, 303, 
325, 326, 331, 333 and 441 according to Figure 1, and the homologue of said binding 
pocket has a root mean square deviation from the backbone atoms of said amino acids of 
not more than 1.5 A. 



Applicants attach an "Appendix of Amendments" herewith, showing amendments 
to the claims. Deletions are bracketed and additions are underlined. 




28. (Amended) The method according to claim 23, wherein said 
binding pocket is defined by structure coordinates of MPDH amino acids 274, 275, 276, 
277, 303, 322, 324, 325, 326, 331, 333, 414, 415, and 441 according to Figure 1, and the 
homologue of said binding pocket has a root mean square deviation from the backbone 
atoms of said amino acids of not more than 1 .5 A. 

29. (Twice amended) A method for evaluating the ability of a chemical 
entity to associate with a binding pocket of a molecule or molecular complex, wherein 
the binding pocket is defined by structure coordinates of all or part of IMPDH amino 
acids 67, 68, 69, 70, 73, 274, 275, 276, 303, 322, 323, 324, 325, 326, 327, 328, 329, 330, 
331, 332, 333, 334, 335, 364, 365, 366, 367, 368, 385, 386, 387, 388, 389, 391, 41 1, 412, 
413, 414, 415, 416, 419, 440, 441, 442, 443, 500, 501, 502, 503, 504, 505, and 506 
according to Figure 1, or a homologue of said binding pocket that has a root mean square 
deviation from the backbone atoms of said amino acids of not more than 1.5 A, 
comprising the steps of: 

a) employing computational means which utilize all or part of 
said structure coordinates and structure coordinates of a chemical entity, to perform a 
fitting operation to associate the chemical entity with said binding pocket or homologue 
thereof; 

b) quantifying the association between the chemical entity and 
the binding pocket or homologue thereof; and 

c) outputting said quantified association to a suitable output 

hardware. 

30. (Amended) The method according to claim 29, wherein said 
binding pocket is defined by structure coordinates of IMPDH amino acids 68, 70, 322, 
328, 329, 331, 332, 335, 364, 366, 387, 388, 411, 413, 414, 415, 441, 442, 501, and 502 
according to Figure 1 , and the homologue of said binding pocket has a root mean square 
deviation from the backbone atoms of said amino acids of not more than 1.5 A. 

3 1 . (Amended) The method according to claim 29, wherein said 
binding pocket is defined by structure coordinates of IMPDH amino acids 68, 69, 70, 
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303, 322, 326, 327, 328, 329, 330, 331, 332, 333, 335, 364, 365, 366, 367, 385, 386, 387, 
388, 41 1, 413, 414, 415, 416, 419, 441, 442, 443, 501, 502, 503, and 504 according to 
Figure 1 , and the homologue of said binding pocket has a root mean square deviation 
from the backbone atoms of said amino acids of not more than 1.5 A. 

32. (Amended) A method for evaluating the ability of a chemical 
entity to associate with a binding pocket of a molecule or molecular complex, wherein 
said binding pocket is defined by structure coordinates of all or part of Chinese hamster 
type II IMPDH amino acids 67, 68, 69, 70, 73, 93, 273, 274, 275, 276, 277, 303, 322 
323, 324, 325, 326, 327, 328, 329, 330, 331, 332, 333, 334, 335, 337, 339, 340, 364, 365 
366, 367, 368, 385, 386, 387, 388, 389, 391, 41 1, 412, 413, 414, 415, 416, 419, 420 439 
440, 441, 442, 443, 469, 470, 500, 501, 502, 503, 504, 505, and 506 according to Figure ' 
1, or a homologue of said binding pocket that has a root mean square deviation from the 
backbone atoms of said amino acids of not more than 1.5 A, comprising the steps of: 

a) employing computational means which utilize all or part of said 
structure coordinates and structure coordinates of a chemical entity to perform a fitting 
operation to associate the chemical entity with said binding pocket or homologue thereof; 

b) quantifying the association between the chemical entity and the 
binding pocket or homologue thereof; and 

c) outputting said quantified association to a suitable output 

hardware. 

33. (Amended) The method according to claim 32, wherein said 
binding pocket is defined by structure coordinates of IMPDH amino acids 68, 70, 275, 
276, 303, 322, 325, 326, 328, 329, 331, 332, 333, 335, 364, 366, 387, 388, 411, 413, 414, 
415, 441, 442, 501, and 502 according to Figure 1, and the homologue of said binding 
pocket has a root mean square deviation from the backbone atoms of said amino acids of 
not more than 1 .5 A. 

34. (Amended) The method according to claim 32, wherein said 
binding pocket is defined by structure coordinates of IMPDH amino acids 68, 69 70 
274, 275, 276, 277, 303, 322, 324, 325, 326, 327, 328, 329, 330, 331, 332, 333, 335, 364, 
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365, 366, 367, 385, 386, 387, 388, 41 1, 413, 414, 415, 416, 441, 442, 443, 501, 502, 503, 
and 504 according to Figure 1, and the homologue of said binding pocket has a root mean 
square deviation from the backbone atoms of said amino acids of not more than 1.5 A. 

35. (Amended) The method according to claim 32, wherein said 
molecule is defined by the set of structure coordinates of MPDH amino acids according 
to Figure 1, and said molecular complex is defined by the set of structure coordinates of 
MPDH amino acids and one or more of oxidized inosine monophosphate thioimidate 
intermediate (XMP*) and mycophenolic acid (MP A) according to Figure 1, or a 
homologue thereof, wherein said homologue has a root mean square deviation from the 
backbone atoms of said IMPDH amino acids of not more than 1.5 A. 

36. (Twice amended) The method according to claim 32, wherein said 
molecule comprises amino acids 1-514 of IMPDH and said molecular complex comprises 
amino acids 1-514 of IMPDH, and one or more of oxidized inosine monophosphate 
thioimidate intermediate ("XMP*") and mycophenolic acid ("MP A"). 

Please add claims 37-62 as follows: 



37. (New) The method of claim 32, wherein the fitting operation 
utilizes energy minimization, shape complementarity or molecular dynamics. 

38. (New) A method for identifying an inhibitor to a molecule or 
molecular complex comprising a binding pocket defined by structure coordinates of all or 
part of Chinese hamster type II inosine monophosphate dehydrogenase ("IMPDH") 
amino acids 67, 68, 69, 70, 73, 93, 273, 274, 275, 276, 277, 303, 322, 323, 324, 325, 326, 
327, 328, 329, 330, 331, 332, 333, 334, 335, 337, 339, 340, 364, 365, 366, 367, 368, 385,' 
386, 387, 388, 389, 391, 411, 412, 413, 414, 415, 416, 419, 420, 439, 440, 441, 442, 443, 
469, 470, 500, 501, 502, 503, 504, 505, and 506 according to Figure 1, or a molecule or 
molecular complex comprising a homologue of the binding pocket that has a root mean 
square deviation from the backbone atoms of said amino acids of not more than 1.5 A, 
comprising the steps of: 



a) employing computational means which utilize all or part of 
said structure coordinates and structure coordinates of a first and a second chemical 
entity, to perform a fitting operation to associate the first chemical entity and the second 
chemical entity with said binding pocket or homologue thereof; 

b) quantifying the association between the first chemical 
entity and the second chemical entity and the binding pocket or homologue thereof; 

c) selecting one of said first chemical entity and said second 
chemical entity based on said quantified association of said first and second chemical 
entity; 

d) contacting the selected chemical entity with the molecule or 

molecular complex; 

e) monitoring the catalytic activity of the molecule or 
molecular complex; and 

f) identifying the chemical entity as an inhibitor based on the 
effect of the chemical entity on the catalytic activity of the molecule or molecular 
complex. 



39. (New) The method of any one of claims 23, 29 and 32, prior to 
step a), further comprising the steps of: 

a) producing a crystal of a molecule or molecular complex comprising 

DVIPDH; 

b) determining the three-dimensional structure coordinates of the molecule 
or molecular complex by X-ray diffraction of the crystal; and 

c) identifying said binding pocket. 

40. (New) The method of claim 32, wherein the fitting operation is 
performed through visual inspection on a computer screen using a computer program 
capable of generating a three-dimensional graphical representation of said structure 
coordinates and structure coordinates of said chemical entity. 

4 1 . (New) A method of designing a compound or complex that 
associates with a binding pocket defined by structure coordinates of all or part of Chinese 
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hamster type II inosine monophosphate dehydrogenase ("IMPDH") amino acids 68, 69, 
93, 273, 274, 275, 276, 277, 303, 322, 324, 325, 326, 327, 328, 330, 331, 332, 333, 334, 
337, 339, 340, 364, 413, 414, 415, 416, 420, 439, 440, 441, 442, 469, and 470 according 
to Figure 1, or a homologue of said binding pocket that has a root mean square deviation 
from the backbone atoms of said amino acids of not more than 1.5 A, comprising the 
steps of: 

a) employing computational means which utilizes all or part 
of said structure coordinates and structure coordinates of at least a first chemical entity, to 
perform a fitting operation to associate said first chemical entity with all or part of the 
binding pocket or homologue thereof; 

b) ' performing a fitting operation to associate at least a second 
chemical entity with all or part of the binding pocket or homologue thereof; 

c) quantifying the association between the first and second 
chemical entity and the binding pocket or homologue thereof; 

d) repeating steps a) to c) with another first and second 
chemical entity, selecting a first chemical entity and a second chemical entity based on 
said quantified association of all of said first and second chemical entity; 

e) optionally, visually inspecting the relationship of the 
selected first and second chemical entity to each other in relation to the binding pocket or 
homologue thereof on a computer screen using the three-dimensional graphical 
representation of the binding pocket or homologue thereof and said selected first and 
second chemical entity; and 

f) assembling the selected first and second chemical entity 
into a compound or complex that associates with said binding pocket or homologue 
thereof by model building. 

42. (New) The method according to claim 41 , wherein said binding 
pocket is defined by structure coordinates of IMPDH amino acids 275, 276, 303, 325, 
326, 331, 333 and 441 according to Figure 1, and the homologue of said binding pocket 
has a root mean square deviation from the backbone atoms of said amino acids of not 
more than 1.5 A. 
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43. (New) The method according to claim 41, wherein said binding 
pocket is defined by structure coordinates of MPDH amino acids 274, 275, 276, 277, 
303, 322, 324, 325, 326, 331, 333, 414, 415, and 441 according to Figure 1, and the 
homologue of said binding pocket has a root mean square deviation from the backbone 
atoms of said amino acids of not more than 1.5 A. 

44. (New) A method of designing a compound or complex that 
associates with a binding pocket defined by structure coordinates of all or part of Chinese 
hamster type II inosine monophosphate dehydrogenase ("EvIPDH") amino acids 67, 68, 
69, 70, 73, 274, 275, 276, 303, 322, 323, 324, 325, 326, 327, 328, 329, 330, 331, 332, 
333, 334, 335, 364, 365, 366, 367, 368, 385, 386, 387, 388, 389, 391, 411, 412, 413, 414, 
415, 416, 419, 440, 441, 442, 443, 500, 501, 502, 503, 504, 505 and 506 according to 
Figure 1, or a homologue of said binding pocket that has a root mean square deviation 
from the backbone atoms of said amino acids of not more than 1.5 A, comprising the 
steps of: 

a) employing computational means which utilizes all or part 
of said structure coordinates and structure coordinates of at least a first chemical entity, to 
perform a fitting operation to associate said first chemical entity with all or part of the 
binding pocket or homologue thereof; 

b) performing a fitting operation to associate at least a second 
chemical entity with all of part of the binding pocket or homologue thereof; 

c) quantifying the association between the first and second 
chemical entity and the binding pocket or homologue thereof; 

d) repeating steps a) to c) with another first and second 
chemical entity, selecting a first and a second chemical entity based on said quantified 
association of all of said first and second chemical entity; 

e) optionally, visually inspecting the relationship of the 
selected first and second chemical entity to each other in relation to the binding pocket or 
homologue thereof on a computer screen using the three-dimensional graphical 
representation of the binding pocket or homologue thereof and said selected first and 
second chemical entity; and 



8 



J 0 aSSemWin S the selec ^ first and second chemical entity 
to a compound or c 0mpIex that ^ ^ said ^ ^ ^ 

thereof by model building. 

« , 332, 35 , 3«, 3«, , 87 , 388, 4, ,,4,3, 4,4, 4,5, 44,, 442, 50,, and 502 .ccotding 

2::: r w ofsaw bi " dins "* has ■ - — *— 

font the backbone atoms of said amino acid, „f no , mor< , lhan , 5 A 

* S k <N ™° T 1 ""-"^ according ,c. ciai m 44, herein said binding 

4u' « r r " 33 '- 333 ' m * 3M ' 3 87 , X; , 

4,3 4,4, 4,5, 4,6, 4,0, 44,, 442, 443, 50,, 502, 503, and 504 aborting „ Figure ^ 
me homo.ogne ., said binding pocke, hl! . „„ ^ £ 
backbone atoms of said amino acids of not mote than 1.5 A. 

47.cn™> a method of designing, compound ., complex , ha, 
btndtng p „c ta ,s define, b, ,h, M „ coor< , in ,„ s „ f ^ 
monophosphate « y< hoge„ u e (M PDH, ™in. «ids «, 68, 69, 7 0 73 03 27 3 2 T 

3 ,340, 364, 365, 366,36 7 , 36 8 , 3 85 , 386,38 7 , 388, 380, 39,, 4„ 41,4 V. 4 
.5, 4,6, 4,0, 420, 43,, 440, 44,, 442, 443, 460, 4,0, 5», 50,, 502, 503, 504 505^ ' 
506 aecortmg „ ^ „ rf ^ ^ 

*,»>t*dev„„.„ from thebackbone atontsof s*d amino acids of no, mote than I 5 A 

comprising the steps of: ^ 

a) emp-oying computational means which utilizes all or part of said 
suture coordinates and structure coordinates of at least a first chemical entity, to 

binding pocket or homologue thereof; 



9 



™*ltaiH«* Mb ' n, "" 8 '« k «»'l«»««., wu , ereofby 

48. (New) Th 

2", 303, ,22, 324, 325, 326 327 «, !T """ ** «• «• 2 H 275 
«— » ,, „ .e^'. 5 ;^ 'J 4 • «■ ** 5»3, 5M 

50. (New) th 

« defined by the set of , meth ° d aCC ° rding to c,a ™ 47 wherein , •„ , 

y tne set of structure coordinates of IMPDH a • m °' eCUle 

iMPDH amino acids according to Figure 



10 



1, and said molecular complex k drfi n *A u +u 
a^no acids and one or mo^^-^ 

Mediate (XmT 7 ^ ^ °°°*>°*«° thioimidate 

nnedo, (XMP*) a„ d my coph e „olic acid (MPA) according to Figure 1 or 
homologue thereof, wherein said homologue has a root m 

backbone atoms of said IMPDH amino ^ deViati ° n &0m 

« uvu-lm amino acids of not more than 1.5 A. 

an « one or more of oxirii^H 

mtermediate("XMP*")andmv r. ,• ' mono P h ^Phate thioimidate 

<, -vivir j and mycophenolic acid ("MPA"). 

pocket of a molecule or molecular comn! „ ' ^ 3 Wnding 

*hyd re s eM!erMPDH ,. m . ™»«"yp»IIinoane monophosphate 

3-, 325 320, ,T * * ^ ^ ^ ^ ^ ^ 

«* « '; 2 - «. 4.3. ^ 

> 2nd 470 according to Fieurp 1 m .i 
binding pocket that has » rmt ' homologue of said 

et that has a root mean square deviation from the backhon P , , 
amino acids of not more than 1 s & ■ • backbone atoms of said 

more than 1.5 A, comprising steps of: 

a) employing computational means which uriii™ n 
structure coordinates and ,f™, a " 0r part of sa 'd 

Pocket or homologue thereof; * ^ and the bindi "S 

b) quantifying the deformation enerev of hi„.r u 



11 



53. (New) TliemeOiod accordim., „ c i, im ., . - 

— * ^ * ,he Mu « coo*,,, of IMPDH an^no 4 T *** 
32«. 33,, 333 M „ 44, ,„ Fis „ , ™ ™» «* ^ 376, 303, 325, 

more than 1.5 A. d amino acid s of not 

54. (New) The method according to claims u ■ 
Pocket ,s defi ned by the stnicture £ ™ < said binding 

binding pocket has a root ™ homologue of said 

P«k« of, 8 l^s lhan -7 kcal/ m „, wlth 0 bin<JJ 

2^.303,322,323,324 325 L , m " , ° ™. 73, 274, 27! , 

443, 5M , 50I , 502 , 503 , 5W " ^ ^ 4 ' 4K 4 ' 5 ' 

« — * of , °t ,,ion fom — - 

more than 1.5 A, comprising the steps of: 

— . ooo 2* ;;i!z;:~ ^ * ct •** - - « 

Pockc o, homologue .hereof; ' C " ™ d "» 



mg pocket or homologue thereof; and 

p*. hoJU ,3!;: i; chOTic " ^ -* - 



12 



56. (New) The method according to claim ss u ■ ■ 
pocket is defined hvth*.* » Qlng t0 claim 55 > w herem said binding 

aenned by the structure coordinates of TMPnu „ • 

57. (New) The method according to claim « u • 
322, 326, 327, 328, 329, 330, 3, , 332 333 7l TlT * ^ ^ ™' ^ 

303, 322, 323, 324, ,25, 32 6 , 327, 328, 32, 330 3 , ', t ' ^ ^ 

420, 439, 440 441 442 441 aao „,„ ' ' 414 ' 415 > 416 > 4 '9, 

of: ore tnan l - 5A > comprising steps 

») employing computation means, which utilize all of ^ f m 
structure coordinates and ctm„f f part of said 

pocket or h 0mologue thereof . ° f Chem ' CaI entltles binding 

P'urahty of chela, ^ def0m,ati ° n ^ * 

ty of che miC a, enft.es and the binding pocket or homologue thereof; and 



13 



59. (New) The method according to riaim u ■ 
pocket h d P r, n ,A u t u wooing to claim 58, wherein said binding 

«. ». - 50 2 388 ' 4 "' 4 ' 3 ' 

P«* « f «, by „ slmam of ^ , 

-^ attmsofs ,^ DHmi _:2;:::;z: 5 T de ™ iimfom 

62. (New) The method according to claim s* Wn ■ 
acids 1 - s 1 4 w "secular complex compnses amino 

V^vir ; and mycophenohc acid (MP A). 



14 



